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TI A thin layer chromatography method to identify oxaliplatin in aqueous 
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AB Within the preparation process of medicines in pharmacies - in addition to 
having 

a recognized anal, certificate - the identity of the drug needs to be 

confirmed. Ideally this should be done in a non-destructive way that the 

packaged drug can subsequently still be used for the medicine preparation To 

achieve this, a new thin layer chromatog. (TLC) method to identify 

oxaliplatin (CAS 61825-94-3) was developed. This method can be 

used during the quality assurance of oxaliplatin prepns. for infusion. 

The method offers the possibility of directly using an aqueous preparation of 

oxaliplatin instead of an addnl. sample preparation involving the weighing of 

the drug powder. The main advantage when using aqueous oxaliplatin solns. is 

the reduction of the occupational risk for the pharmacist when handling 

hazardous drugs, and the protection of the sterility of the drug powder 



solution before the administration of the prepns. In the present method a 
Silica 60 F254 aluminum sheet is used as a stationary phase and a 
quaternary mobile phase consisting of methanol-tetrahydrof uran- 
triethylamine-water (20:2:0.5:1.25 volume/volume). After a development of 8 
cm in a presatd. chamber, the chromatog. layer is dried, followed by 
visual inspection under a UV lamp at 254 nm. Oxaliplatin spots can be 
detected with a retention factor (rf) of .apprx. 0.7, also after chemical 
derivatization with specific reagents. The specification of the method is 
based on the rf comparison of the oxaliplatin spots obtained for a test 
and a reference solution Addnl., if the intensity of the sample spot lies 
between 

the color and the intensity of the reference solution spot, the drug should be 
identified as oxaliplatin. The selectivity and the intermediate precision 
of the method were investigated in this study. The first was achieved by 
comparing oxaliplatin with potential impurities and reference 
substances, described in the current monograph of the European 
Pharmacopoeia. After the anal, of a test batch of oxaliplatin by 2 
different analysts, no significant differences were observed after 
statistical comparison of means and variances. 
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AB The invention concerns an assembly consisting of an aqueous oxaliplatin 
solution 

and a glass flask containing same , characterized in that the surface/volume 



ratio of the flask, expressed in mm2/mm3, is less than 0.26. Oxaliplatin 
solns. were kept in glass flasks with different diams., heights, vols., 
and surface areas for 10 mo. When the ratio of surf ace : volume was 0.26 the 
impurities were 3.66% and when the ratio was 0.17 the 
impurities were 1.45%. 
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AB Disclosed are processes for the preparation of platinum cyclohexanediamine 

oxalate complexes I (R = oxalate, oxalate derivative) with elevated yield and 
preventing contamination with impurities. Reaction of 

cis- [diaqua (trans-1-1 , 2-cyclohexanediamine) platinum ( II ) ] with oxalic acid 



or oxalate derivative where the pH is adjusted to 3.0-6.0 with an alkali 
solution, e.g., KOH, affords I (R = oxalate, oxalate derivative). Reaction of 

cis-platinum ( I I ) 1 , 2-cyclohexanediamine dihalo complex (diamine ligand is 
cis, trans-1 or trans-d, halo is CI or Br) with 2.01-2.1 molar equiv 
silver ion solution, removing the silver halide produced, adding Nal or KI 
and active carbon, filtering out impurities, followed by addition 
of an organic dibasic acid to the filtrate gives oxalate complexes I. The 
preparation of complexes I starting from potassium or sodium 
tetrachloroplatinate and the cyclohexanediamine are performed under 
< 5% 02, or under N2, in vacuo or in an inert gas atmospheric in 
deoxygenated water. Thus, for elevating a yield of I and preventing the 
contamination of impurities, the pH of a solution and an amount of a 
Ag ion are adjusted, and a reaction environment is so controlled that 
oxidation is difficult to occur. 
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TI HPLC for determination of impurities in anticancer platinum 

compounds 
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AB Impurities in platinum (II) complexes of 1 , 2-cyclohexanediamine 

isomers, especially cis-oxalato [trans- (-) -1 , 2-cyclohexanediamine] platinum (I), 

are quant, determined by HPLC using ODS column and a mobile phase such as 

water, acetonitrile, and buffers. The impurities are 

1 , 2-cyclohexanediamine platinum (IV) complexes, such as 

(trans-R, R-cyclohexane-1 , 2 -diamine) dihydroxo (malonato) platinum. 

Impurities (i.e. dihydroxy compds . ) in I were determined to be 0.12 % 

by HPLC using Hypersil ODS column (25 cm in length) and water as a mobile 

phase (flow rate 1 mL/min) . 
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AB Disclosed herein are a Pt compound employed as raw material of medicines 

having carcinostatic effects, and a process of preparing the Pt compound The 

Pt compds. PtLL ' (L = 1 , 2-cyclohexanediamine isomer, L ' = OC(0)CH20, 

OC(0)C(0)0 or OC(0)RC(0)0 (R = CH2, CHMe, cyclo-Bu, , C6H3C02H) ) can be 

prepared substantially free from impurities through a reaction 

between the corresponding dihalogen compound and an organic dibasic acid 

employing differences of solubilities. As an example, PtLL' (L = 

trans-1 , 2-cyclohexanediamine, L = OC(0)C(0)0) is prepared No antitumor data 

are reported. 
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AN 1988:603718 CAPLUS 

DN 109:203718 

OREF 109:33509a, 33512a 

TI Synthesis and characterization of diastereomer ic (substituted 
iminodiacetato) ( 1 , 2-diaminocyclohexane ) platinum ( I I ) complexes 

AU Hoeschele, James D.; Farrell, N . ; Turner, W. R.; Rithner, Christopher D. 

CS Parke-Davis Pharm. Res. Div., Warner-Lambert Co., Ann Arbor, MI, 48105, 
USA 

SO Inorganic Chemistry (1988), 27(23), 4106-13 

CODEN: INOCAJ; ISSN: 0020-1669 
DT Journal 
LA English 

AB [Pt (DACH) L] [DACH = (R,S)- and (R, R) -1, 2-diaminocyclohexane; H2L = 
RN(CH2C02H) 2, R = Me, CH2CH20H, CH2Ph] were prepared, purified, and 
characterized by spectroscopic techniques (1H, 13C, and 195Pt NMR; 
fast-atom bombardment mass spectra; IR) and by the measurement of selected 
phys. properties (pH, pKa, conductivity, and mol. wts.). The data are 

consistent 

with the formation of 2 diastereomeric complexes in unequal proportions in 
which L2- appears to be bonded as a pseudofacial tridentate chelate. One 
arm of the ligand forms a stable 5-membered-r ing 0,N-chelate while the 
other arm appears to be involved in ion-pair formation ( zwitter ion-like ) 
involving the carboxylate anion and the formally pos. Pt(II) central metal 
atom. An antitumor-active impurity was present in predictably inactive 
bulk complexes of the type PtN30. The need to characterize unequivocally 
and certify the purity of prospective antitumor complexes is emphasized. 
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AB A dosage form comprising of a high dose, high solubility active ingredient as 
modified release and a low dose active ingredient as immediate release 
where the weight ratio of immediate release active ingredient and modified 
release active ingredient is from 1:10 to 1:15000 and the weight of modified 
release active ingredient per unit is from 500 mg to 1500 mg; a process 
for preparing the dosage form. Tablets containing 10 mg sodium pravastatin and 
1000 mg niacin were prepared The release of sodium pravastatin after 24 h 
was 67.7%, and the release of niacin after 1 h was 84.1%. 
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AB The present invention is the preparation process of antitumor medicine 
Oxaliplatin C8H14N204Pt. In the technol. process, cis-dichloro 
cyclohexanediamine-platinum (II) or cis-diiodo cyclohexanediamine-platinum 
(II) as initiator is made to react with silver oxalate in 
lucifugous condition at 40-75°c to obtain water solution of 

Oxaliplatin; and the water solution is further decompression concentrated to 
obtain 

solid Oxaliplatin product. The said Oxaliplatin preparation process is short, 
high in production efficiency and easy in operation. 
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AB Implantable medical devices with biocompatible coatings and processes for 

their production are described. The present invention relates in particular 
to medical implantable devices coated with a carbon-containing layer which 
devices are produced by at least partially coating the device with a 
polymer film and heating the polymer film in an atmospheric which is 

essentially 

free from oxygen to temps, in the region of 200 °C to 2500 

°C, a carbon-containing layer being produced on the implantable 

medical device. Duroplan glass fibers were coated by immersion coating 

with a com. packaging varnish in an application weight of 2.0x10-4 g/cm2. 

Following subsequent pyrolysis with carbonization at 800° C. for 48 

h, a loss of weight of the coating to 0.33x10-4 g/cm2 took place. The 

previously colorless coating turned a glossy black and was hardly 

transparent any longer after carbonization. A test of the adhesion of the 

coating by bending in a radius of 180° did not result in any 

detachment, i.e. optically detectable damage to the surface. 
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AB The invention concerns a method for the preparation of medical implants with 

functionalized surfaces involving the steps: (a) preparation of medical implant 
that is at least partially coated with a carbon-containing layer; (b) 
activation of the carbon-containing layer by forming a pores on the surface; 
(c) functionalization of the activated, carbon-containing surface. The 
carbon-containing layer is composed of pyrolytically prepared carbon, carbon 
deposited by CVD or PVD process, sputtered carbon, metal carbides, metal 
carbonitrides, metal oxynitrides, metal oxycarbides or their combinations. 
The carbon-containing layers are activated by oxidation with air, oxygen, 
dinitrogen oxide, and oxidizing acids, also at elevated temperature A 

reduction 

process can also be used for activation. Activated surfaces are 
functionalized by loading one or more drugs, microorganisms or cells onto 



the surface. Activated surfaces can be sealed in a CVD or CVI (chemical 
vapor infiltration) process. The implants are prepared from carbon, carbon 
fibers, ceramics, glass, metals, alloys, artificial bone, stone, minerals. 
Artificial blood vessels, stents, coronary stents, peripheral stents, 
orthopedic implants, bone and joint prosthesis, artificial heart, heart 
valves, s.c, and i.m. implants can be activated and f unctionali zed . 
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AB The invention conce 


:rns a 


method for 


the preparation of bioc 


ompatible coatings 



for implants, and medical goods composing the steps (a) coating the 
medical good at least partially with a polymer film using a coating 
process; (b) heating the polymer film in an oxygen-free atmospheric at 200-2500 
°C to obtain a carbon layer on the medical good. The medical goods 
are heat resistant; they are prepared from carbon, carbon fibers, ceramics, 
glass, metals, alloys, artificial bone, stone, minerals; during heating 
they are transferred to their thermostable state. Artificial blood 
vessels, stents, coronary stents, peripheral stents, orthopedic implants, 
bone and joint prosthesis, artificial heart, heart valves, s.c, and i.m. 
implants can be coated. Other coating methods, e.g. dipping, spraying, 
printing can be applied. Several carbon layers with various porosity can 
be formed; biocompatible, biodegradable, non-biodegradable polymer layers 
can be placed on top of the carbon layers; drugs can be adsorbed onto the 
layers . 
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medicament for the prophylaxi 



ise of compds. 
treatment of 



for the manufacture o 
.nduced cell toxicity, 



such as nephrotoxicity and ototoxicity, in particular where the i 
toxicity is induced by a medical treatment. In a preferred embodiment the 
compds. have at least two nitrogen atoms, more preferably at least two 
amino groups. The compds. according to the invention are capable of 
blocking binding of cell toxic compds. to the megalin receptor, and 
thereby inhibiting uptake of the cell toxic compds. into cells. The 
invention further relates to novel compds. for use in said treatment, as 
well as a method for reducing the cell toxicity of cell toxic compds. 
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AB The invention concerns medical implants with carbon-containing surfaces that 
are functionalized; the surfaces are prepared by (a) preparing a medical 
implant with a carbon-containing surface; (b) activation of the carbon layer 
by creating porosity; (c) f unctionalization of the activated, 

carbon-containing layer. The carbon layer can be prepared by pyrolysis, CVD, 
PVD, sputtering, ion implantation. The medical devices are prepared from 
carbon, carbon-composite material, glass, ceramics, glass fibers, carbon 
fibers, metals, stainless steel, titanium, tantalum, platinum, nitinol, 
alloys, artificial bone, minerals, and their combinations. Artificial 
blood vessels, stents, coronary stents, peripheral stents, orthopedic 
implants, artificial hearts and heart valves, artificial bones and joints 
are prepared The carbon layer is activated with oxidation or reducing agents 
in the presence of air, oxygen, nitrogen monoxide, oxidative acids; heat 
and/or ultrasound can be applied. The activated implant surfaces are 
functionalized with drugs, microorganisms, plant, animal or human cells. 
The invention also concerns controlled-release implanted drug delivery 
systems . 
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AB The invention concerns medical implants that are coated with biocompatible 
carbon-layers composed; the layers are prepared by (a) at least partial 
covering or coating of a medical implant with a polymer film; (b) heating 
the polymer film to 2000-2500°C in an oxygen-free atmospheric The medical 
device is prepared from carbon, carbon-composite material, glass, ceramics, 
glass fibers, carbon fibers, metals, stainless steel, titanium, tantalum, 
platinum, nitinol, alloys, artificial bone, minerals, and their 
combinations; during heat treatment they are transferred in their 
heat-stable modifications. Artificial blood vessels, stents, coronary 
stents, peripheral stents, orthopedic implants, artificial hearts and 
heart valves, artificial bones and joints are prepared Polymers are applied 
by conventional coating techniques, e.g. from polymer solns.; carbon and 
silicon can be deposited in a PVD or CVD process. The biocompatible 
carbon layer can be coated with a bioresorbant or biodegradable polymer 
layer, e.g. polylactide. The implants can be loaded with drugs, 
microorganisms or cells. 
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AB The present invention relates to an oxaliplatin active substance for a 

pharmaceutical composition, wherein its weight content in oxalic acid is 
<0.08 %, and to a process of preparing the active substance. 
Oxaliplatin, cis- (trans-1-1 , 2-diaminocyclohexane) ( oxalato ) platinum, was 
prepared by the reaction of K2PtC14 with trans-1-1 , 2-diaminocyclohexane (L) 
to give [PtLC12] which was teated with aqueous AgN03 to give [PtL (OH2 ) 2 ] 2+ . 
This latter complex was treated with a catalytic amount of KI or Nal and 
active C and subsequently treated with M2C204 (M = Li, Na, K) . 
Cis- (trans-1-1, 2-diaminocyclohexane) (oxalato) platinum was used in a 
pharmaceutical composition in the form of a lyophilisate as the active 
substance. The toxicity of cis- (trans-1-1 , 2-diaminocyclohexane )( oxalato ) p 
latinum was established. 
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AB A method to treat diseased tissue is provided where a cytotoxic compound is 
administered to a patient in need of treatment in combination with an 
immunostimulant . Diseased cells and/or infectious microbes/viruses are 
killed by the cytotoxic compound in the presence of the immunostimulant. 
The cell components including cellular contents and cell membrane 
fragments are presented by the immunostimulant to the host animal as 
antigens to stimulate the immune responses toward other diseased cells of 
the same type(s), that either remain in the vicinity or reside in distant 
tissues or organs. The cytotoxic mol. and immunostimulant are preferably 
applied locally at high concns., either sequentially or, preferably, 
simultaneously. For example, the composition can be administered directly to a 
target cancer. The composition can be prepared in various forms, such as a 
paste, a time release molded solid shape, a solution, a mixture with 
emulsifier, etc. Alternatively, the cytotoxic mol. and immunostimulant 
are applied in sequence. 
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GI For diagram ( s ) , see printed CA Issue. 

AB Disclosed are processes for the preparation of platinum cyclohexanediamine 

oxalate complexes I (R = oxalate, oxalate derivative) with elevated yield and 
preventing contamination with impurities. Reaction of 

cis- [diaqua (trans-1-1 , 2-cyclohexanediamine) platinum ( II ) ] with oxalic acid 
or oxalate derivative where the pH is adjusted to 3.0-6.0 with an alkali 
solution, e.g., KOH, affords I (R = oxalate, oxalate derivative). Reaction of 

a 

cis-platinum ( II ) 1 , 2-cyclohexanediamine dihalo complex (diamine ligand is 
cis, trans-1 or trans-d, halo is CI or Br) with 2.01-2.1 molar equiv 
silver ion solution, removing the silver halide produced, 

adding Nal or KI and active carbon, filtering out impurities, followed by 
addition of an organic dibasic acid to the filtrate gives oxalate complexes I. 
The preparation of complexes I starting from potassium or sodium 
tetrachloroplatinate and the cyclohexanediamine are performed under 
< 5% 02, or under N2, in vacuo or in an inert gas atmospheric in 
deoxygenated water. Thus, for elevating a yield of I and preventing the 
contamination of impurities, the pH of a solution and an amount of a Ag ion are 
adjusted, and a reaction environment is so controlled that oxidation is 
difficult to occur. 
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AB White crystalline title compound (I), useful as an anticancer agent (no data), 
is 

prepared by treating trans- (-) -1 , 2-cyclohexanediamine with dipotassium 
tetrachloroplatinate in H20 at room temperature for >10 h, dispersing 
yellow needle-shaped crystalline dichloro [trans- (-) -1, 2- 

cyclohexanediamine] platinum ( II ) (II) into H20, treating with 2-fold mol. 
amount of AgN03, removing AgCl by filtration, treating with KI for 
>12 h to precipitate unreacted Ag ion, decolorizing with activated C, 
treating with (C02H)2.2H20 for 4-100 h, and recrystg. from hot water. 
Trans- (-) -1 , 2-cyclohexanediamine was treated with dipotassium 
tetrachloroplatinate in H20 at room temperature for >10 h to give 99% II. 
This was treated with AgN03 in H20 under dark for >24 h and treated 
with KI for removing excess Ag+ ions for >12 h to give an aqueous solution 
containing diaquo [trans- (-) -1 , 2-cyclohexanediamine] platinum ( I I ) nitrate (III) 
which was reacted with (C02H)2.2H20 for 48 h, and recrystd. from H20 to 
give 55% I. 
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AB The title complexes I (Rl, R2, and Pt forms Q1-Q6) are provided; the 

configuration of the 1 , 2-diaminocyclohexane is cis-, trans-d-, trans-1. K 
chloroplatinate and trans-1-1 , 2-cyclohexanediamine were reacted to give 
dichloro (trans-1-1 , 2-cyclohexanediamine) Pt(II) complex (II). II was 
treated with AgOAc; AgCl was removed by filtration; the filtrate was 
concentrated, treated with KI and active C, and filtered; the filtrate was 
treated with oxalic acid to give cis-oxalate (trans-1-1 , 2- 

diaminocyclohexane) Pt(II) complex. The obtained product was highly pure. 
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AU Hoeschele, James D.; Farrell, N . ; Turner, W. R.; Rithner, Christopher D. 
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USA 
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DT Journal 
LA English 

AB [Pt (DACH) L] [DACH = (R,S)- and (R, R) -1 , 2-diaminocyclohexane ; H2L = 
RN(CH2C02H) 2, R = Me, CH2CH20H, CH2Ph] were prepared, purified, and 
characterized by spectroscopic techniques (1H, 13C, and 195Pt NMR; 
fast-atom bombardment mass spectra; IR) and by the measurement of selected 
phys. properties (pH, pKa, conductivity, and mol. wts.). The data are 

consistent 

with the formation of 2 diastereomeric complexes in unequal proportions in 
which L2- appears to be bonded as a pseudofacial tridentate chelate. One 
arm of the ligand forms a stable 5-membered-ring 0,N-chelate while the 
other arm appears to be involved in ion-pair formation ( zwitterion-like ) 
involving the carboxylate anion and the formally pos. Pt(II) central metal 
atom. An antitumor-active impurity was present in predictably inactive 
bulk complexes of the type PtN30. The need to characterize unequivocally 
and certify the purity of prospective antitumor complexes is emphasized. 
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AB Nine new organoplatinum (Pt) compds . , cyclophosphamide (I) [50-18-0] and 
5-f luorouracil (II) [51-21-8] were used singly and in combination in 
treatment of advanced L1210 leukemia in C57BL/6 + DBA/2 hybrid mice. 
In each experiment the Pt + I dual combination was minimally supra-additive at 
the doses chosen. However, 8 of the 9 Pt + I + II combination regimens 
enhanced markedly the increased life span of treated mice as compared with 
the corresponding dual Pt + I combination. Collectively, the cure rate 
(>60-day survival) was less than 6% with the various Pt + I combinations, 
and was increased to over 63% upon inclusion of II in the regimens. 
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